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K-fb, h'Jf^b F^^hMb^iftcjcoT^-rsrii^^^So 
t#7?£3„ CKDxx^MblCjg-TSSilbTtt, Mill T1z^;t/S& 

^ni/><z>7xy-;i/ffi7K^ScD^®Si:l/T»> M*J;£> Bzi, ci 2 -bzU 

t^f 5 ITlt Tos % 4-*h=¥^-2,3 

,6-hU^fM>f>X;V*x;i/, DNP, /<>^;i/^-=ar^^^;W Bum, Boc, Tr 

[0 0 19] 

4,5-h'ji'nn7x;-;K 2,4-^zihn7aiy-;i/, >>r;^fwn-;i/ 
, ;^xho7x;-^ HONB, N-tKD^J/Xfi/^K, N-nKn^p^7^;v 
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0 2 — 2 5 5 6 1 2 



-f*K, HOBt) IG>**W\ fc*#«V>&ft*. 

xA*yn* bV7»*n* ******** \>v7»*ummib*»*z.*,b 
X ,- ;K *#*v>/-/k ^^1/1;-^ v***wy 

[0 0 2 0] 

Soft* »»K:ll*r*«l*©«M£ft*^tt^®** fett ^® M ^ 6 • 

2 5 2003-305307 



|^2 0 0 2 — 2 5 5 6 1 2 ' 

[0 0 2 1] 

©M. Bodanszky M.A. Ondetti, F .2/:/* 2/* (Peptide Synthes 

is), Interscience Publishers, New York (1966^); 

©SchroedergJctRuebke, if *^F(The Peptide), Academic Press, New Y 
ork (1965^); 

®&&mm &&Tfmmt&^ gut^mnkmrn u «a*©ft*ir, 205, (1977 
ttK*»©w# f#j* 

r * fe \&mma>m&* vvmvm* s^ras. _hfB#&T*# e> *i 
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[0 0 2 2] 

»ARt3-Ft*«tt0O (DNA*fettRNA, *F*b<»DNA> &Hr 
, *J|IBO«HARft3-Kt*DNA, mRNA*©RNATf»»J, -*§IT? 
A^fcliDNA: RNACDM *y F?%i^. < 

**»»(D»AR 1 3 - Kt4#y 3if ^ ^ 

ftg^Wfl r*rPCRfc*®*«J 15(7). 1987^ICB«©*«*fct»*WCP 

**fl(D«J|ARft3-Ft-«DNA2ibTtt, ^MDNA, «"^DNA 
9479V IWBbfe«l«l-««**©oDNA, HttBbfclHi • 
cDNA7>f^U-, **DNA©VvWJ%J:V*. 9>f :/9 U -KfcM** 

f*rC*oTfcJ:V*. *fe, t»BbfclHft-»»J:»JtotalRNA*fcttmRN 
AW#fc«»bfefe©*«^T***"er« Transcriptase Polymerase Chain R 
eaction <«T* RT-PCRSl!:»*t&) C J: o T*W** i * *• 
JUtttCtt. *JW©»AR*3-Ft«DNAHltB, W» 

fettSS!*! (G2237T) , $>SVMiiB^##l^^^^^^*^ JlC ^ V ' T ^ S 
##2 2 3 7%U»2 2 3 8 ©IS^f^ 2 6 4 

4 ©««#^T = >K:«ia*l*:IMBWI (G2237(2238)T + A2644G) ft**** 

d n a, * fctj:a««ifiWBfc A-f ^ h y > b **#t t? /w *>f x 

■«tt, IMWHMSfc PSA (ttimWUflWK*) ***** 

G2237T* &G2237 (2238)T + A2644G £ J\ 4 zf V XT? « * D N A b T tt, 

2 7 2003-305307 



00 2-255612 



ftsDNA^i^^^v^e)tlS. 

[0 0 2 3] 

tf, €V^7- • ^n-->^ (Molecular Cloning) 2nd Edition (J. Samb 
rook et al., Gold Spring Harbor Lab. Press, 1989) 

mM, ^b<ii«H9~2 0mMT% II^i5 0~7Q^ #*b<tt*&6 

Mry*********!* ^ *n->fcb;M**v*ttt*fcs*ifc 

A Rta-Ft«DNA ©«!MWHMIK:ait5 *Mt U Hrfifc b 5 

^ A RI^© R N A ^MKKC/N-f ^f>f 5 3 i: ^tg, !£RNA© 

4l©*2fP«ft^bT**lli©«AR*«^«>lia*«» • 

£5. *»W©ARHaRNACD38#lSnfett2WK:**»JEfc*y 5i^l/*^K, 

3ttf *»H!a>«JIA RRX RN A 4: WHWKi A>f *V z: * 

2 8 mi£# 2003-3053077 
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[0 0 2 4] 

UT 3 5 N - ^ U n >> FT'&S 

«©*>f :*Z>#y 3 * l/** F\ **V*tt#S * l/** KM******©**® 

icjams *is * e> &m*©^r u y ^aacD-hMi&ffpft'rsw***^ * * u 

, 2**RNA, l*iRNA, S^fCDNA : RNA/Wf 

, #;WN**-hfc2f) £#o%©, m«f&*^*»#Xtt50t*#*if-& («*.« 
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[0 0 2 5] 

^^©T^^-fe^^^^ I'tf^K RNA, DNA, &SVMi#e 

ttSft&tttt (RNA, D N A) T?»*. IM>anfe*«©*fls«4:bTtt*» 

re)btiili^ra#<»&^tfey. #9*.tf J. Kawakami et al., 
Pharm Tech Japan, Vol. 8, PP. 247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CEC Press, 1993 & 



ffiU#2 0 0 3 - 3 0 5 3 0 7 7 



02-255612 

stvfcy, 3te?««»cj:ua«a*ifcy. 4»sftfc*»«*&ft*"# 

**rr *«ic«<*yy ***** **■ * & 

-K 3-/i/*fe*> re>bfc%cD«> «K0 3' ***^tt5 

3-**ttC«>i:b fc SK4Mrc» 5> ft foMMfi©**** 5 * if e> ft * * ft 

[0 0 2 6] 

©cDNA, tUbfei*-iift*OeDNA^^y^ #^DNA©V> 
•f*n?%J:v^ ?^?y-K:M*****~tt* ;^f'M7r-^ *9 

riiJ:UmRNAWfclWtfe*«M^«»««« Transcriptase 
Polymerase Chain Reaction («T, RT-PCR«Hl»t*) KlioT*** 

3 i ffi|E# 2003-305307 
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1 ) G2237T*fc»G2237(2238)T+A2644G%^ , rSDN AOaP^ft^W^^^tS 
DNA, (2) aHE#*«WfcA-f^hyys;*>bai*frTT?A>f^ 

: y*f:/K»#«tt. MWBWStt* . P S A (liiAMMUIttttl) 
fc*«»AR*=l-K*6DNA©»dMia»I«:*'r*DNAfti;#«V^ 

G2237T * &G2237 (2238) T+A2644G tM^J^^SDNAtbttt, 
<tttt9 0%fiLt, **#*b<tt»9 5%SU:©ffiWttfc*****^** 

^-rsDNA^H^mv^e>tiSo 

[0 0 2 7] 

bttt , ^Ig^cD^ARcOglS^^IB^^^^^^DNA^^^' 7 ^^^^ 

TPCRtticiotiitsfr, ^feitasft^^^-ciB^a^DNAfc* 

ftfgaKAA RO-U&S 3 -KtfiDNA*^b <1***D N 

AMv^T««bfc*<Dt<0A^^U^<-^a>ICJ:oT3M«rfc#T? 

(Molecular Cloning) 2nd Edition (J. Sambrook et al., Cold Spring Harbor 
Lab. Press, 1989) KWM<D*&*2Kte*rff**>Zl>ifiT!**. * 

[0 0 2 8] 

DNAO«fflM!®«lB, 4WB©*fK Mutan™-su P er Express 

Km <«) > ' Mutan™-K (««ft (*) ) «tf Wt, ODA-LA PCR&^G 

apped dttplextt^Knnkelttljt© B#4**N©#tfe* * VM**ft & JC* B 

3 2 fflH# 2003-3053077 



0 2-2 5 5 6 1 2 

Ft*'DNA#6l»fct*DNA(fJ!rMy»U (*) «DN Aff^ft*^ 
[0 0 2 9] 

*iitfl*0^5F(«l, PBR3 2 2, p B R 3 2 
5, p U C 1 2 , p U C 1 3 ) , ttWft*©^X5K (*, pUBHO. 
PTP5. P Gl94),iSfi^^K(i, p SHI 9 , pSH15) 

, ^anWAXftWW^^ 4 ^ PAI-H. pXTl, P 
Rc/CMV, pRc/RSV, pcDNAI/NeoftM^W. 

lam*********-*'-* 1 '*** *»©»*K:Kv**«fc** 

SfcbT«v.««HrlJu SR«^n=E-^, S V40^n*-*-> ltr^ 

recA^D*-*-. ^ L ^^^ 1PP ^^"* 
t5£*V1f;^Mitfe5^lt SP01^-^> SP02^ 
U^-*-, penP^-^^ PH0 5^ 

pgk^->-, gap^d^^, ADH^n-e-J-ft 

3 3 ffiSE# 2003-305307 
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[0 0 3 0] 

Amnis>fi-)i, sv4 o«$g* y («T, s 

V4 0 o r i Hti&ffi-t%Mil?i$%>2>) &££.^bTV^=k<Z)£MV^3 
|§„ 3g#lv-#-£:LT&, $J;U*, ^tFnUilTcfi (J£*T> d h f r 

fc«3fc"rs*£#**) aws^ uv^m-b (mtx) ink > r>brs/ 

U^Wttat-fiSHF- (J^T, Amp r . *;frv>f S/^WttM 

(J£*T, Ne o r i: ttHJ-r S, G4 1 8ftt) ft*. 
#IC, CHO (dhf r~) iWJte&JB^Tdhf r»^£»#^-#-fcbT 

ICffl-TSo f±^X>>xU t7litfe5f^S> PhoA • Omp 

M F 06 • i/Sf±JVMPL SUC 2 • Jl/MWtitZ* 

-f > i/ a y > • is >fir)vmn, ot — (y&-7x.uy - */ ^^SB^U 

[0 0 3 1] 

li/x»Jt7liOM«li:btlt U/ilIl:7'3'J (Escherichia coli 
) K l 2 • DH l C^ni/~^>^X • • if • -f-i/m-f-JV • 7*5*^ — • :** 
"7 • iM x^Sz-f X • 3r~7 • if • rt— XXI- (Proc. Natl. Acad. Sci. US 
A), 6 0i, 1 6 0 (1 9 6 8)], JM103 l/y ? • yi/vX ' V 

y--^, (Nucleic Acids Research) , 9 309(198 1)] , J A 2 2 1 
[^^—^-^ . . ^ • yt-f :frn (Journal of Molecular Bio 

logy) ], 12 0 #, 517(1978)], HB101 C 5? • ^ * * 



3 4 
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• A4*U*?-, 4 1i, 4 5 9 (1 9 6 9)), C6 0 0 [2>x*^ 
-fy** (Genetics) , 3 9t, 4 4 0 (1 9 5 4)) e>*l*. 

/WI/*JMfcbTtt, (Bacillus subtilis 

) MI 1 1 4 C^->, 2 4i, 2 5 5 (1 9 8 3)), 2 0 7- 2 1 [SMr-* 
;p • ^ • /1^>f^* h U - (Journal of Biochemistry) , 9 5i, 8 7(1 

9 8 4)) fc£#MV^;ftS. 

f!/*D7>ftX -feVtfS/X (Saccharomyces cere 

visiae) AH22, AH 2 2 R — , NA87-1 1 A, DKD-5D, 20B- 
1 2, J/^/fy*n7>f« (Schizosaccharomyces pombe) NCYC 

19 13, NCYC2 0 3 6, fcT*7 A'* b U * (Pichia pastoris) & if & 

[0 0 3 2] 

JftHHtiMtt (Spodoptera frugiperda cell ; Sf«) , Trichoplusia nitf>* 
»fc3fe©MGl*|]& Trichoplusia ni<D|&jSl*a>High Five™ «L Mamestr 
a brassicaefi*©jWlB*fettEstig«ena acreafi5fctf>#fflfll& Z&m V* 
>f^^BmNPV©m «a**fl;»JB (Bombyx mori N; BmN«) 
*£#«V*6ft*. tS fWilttlt «*.!*, S f Bftfll (ATCC CRL1711) 
, S £ 2 1JM (J^Jl> Vaughn, J,L.6, >f > • tf-f * (In Vivo) ,13, 213-21 
7,(1977)) 

(Nature) , 3 1 5#, 592(1985)) . 

tWHtltlt i?-;i/5WB§COS-7, Vero, f^>f--^A 

^-»)|CHO (J2TF, CHOlHBg^iS&fB) , dhfrl^HIf^-- 
XAA**-IMSCHO (OT> CHO (dhf r") . 
Mi, 7^AtT-20, T7^5ID-7»E 7^GH3, fc. h F L $H 

[0 0 3 3] 
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002-255612 ^ 

• ^-2/3^ • TiJ'r^ - • • "tM *-W4 X • • if * rL-x^.x- ( 
Proc. Natl. Acad. Sci. U S A) , 6 9^, 2 1 1 0 (1 9 7 2)^i?-> (Gen 
e) , 1 7*, 1 0 7(1 9 8 2)*if{CgB^©^lC^oTf?^e>Zl^^T^5 

o 

;i/ • ^x^^-Y (Molecular & General Genetics) , 1 6 8*, 1 1 1 ( 

1 9 7 9)J&iffC|S^<D^lC^oTf?^e>rh^"C*^S 0 
SM*«:Jg*ME&'t<5Kfc» ^Jill ;* * • >f > • x>if-f s?- (Meth 

ods in Enzymology) , 194*. 182-187 (1991), Z*U */-Vy 
>fX • ytzf • if • 5/ s • TA^ — • • t>fx>>>>f X • • if • 
rL-X^X- (Proc. Natl. Acad. Sci. USA), 7 5i, 1 9 2 9 (1 9 7 8 

o/Technology) ,6 , 47-55(1988) if fCfS^O^iC^o Tfjfc 5 £ fc#T?«S« 

o 

263-267 (1995) <fmfefc#ff) , tf-f D H $>- (Virology 
) , 5 2*. 4 56(1 9 7 3)Kfii0#8ilCttoT^^il^S. 

, ffittf, f^b'Jx ■Br*ffi««&, S/attfcif, S*«i:bT 



tliiliE# 2003-3053077 
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[0 0 3 4] 

;!MftM9«i (Miller) , • ; x***CU * 

. >f> • • 5*:n*^-f S/n (Journal of Experiments in Molecu 

lar Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New York 

1 9 7 2] ##*bv%. cric«iK:j:y^n*-*-ft#«<«« k **fe«> 

*:£#/<*/l/*JM©»*. 8 0-4 0T3Tf*&6~2 4«MM?fc 

-/l,*- (Burkholder) [Bostian, K. L. ^Oi/-S?>^'^ 

^ . ir • *-3/h*-* • y** 8 * *-f x> w x • • * • 

X- (Proc. Natl. Acad. Sci. U S A) , 7 7i, 4 5 0 5(1 9 8 0))^>0. 
5%*f§;«mt*SD«ifi [Bitter, G. A. 6, :/n 5/-2»^X • ** 
^. if • •J-S/s*-* • T #ir ^ — • *Mx>*/>f % - ' V • 

X- (Proc. Natl ; Acad. ScL. USA) , 8 1i, 5 3 3 0 (1-9 84) ) # 

°C~3 5X1^24-7 2l$tBM?feV^ &KK:jSCT®**;IK# 
[0 0 3 5] 

ace's Insect Medium (Grace, (Nature) ,195,788(1962)) 

JC^ffrftbfcl 0%^^Jfe#^^W^^^*^^ :fo<Z) ^ H ^ MV ' e, ^ 5o * 

~2O%0MW&ttfMEM|fi CiJ->fX>X (Science) , 12 2*. 
5 0 1 (1 9 5 2)), DMEM^i [^nD^- (Virology), 8#, 39 6 

3 7 ffiHE# 2003-3053077 
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^**-TVW-!'«5' (The journal of the American Medical Assoc. 
ation) 199#, 5 1 9 (1 9 6 7)3, 19.« WB^-*'' 
f .y^ I?< .„-. 1 f.^Ili;**'*WW (Proceeding of 
the Society for the Biological Medicine) , 7 3*. 1 (1 9 5 0)) 

•can 5 ~6 08Sia«&vv astcjsBs*******:**-*- 

S-ttOISSicWSJ. 
[0 0 3 6] 

own*. a#^»^»-»K« 4S « (cSBi! '- &toi±Te * e ' it:!, ^* s " 
.«6oMeM. »iB»ctbTtt- *«>*»k*«s* 

3 8 ffl«* 2 0 0 3-3 0 5 3 071 
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[0 0 3 7] 

- -tr * if a 5 <b I ■» & ft * • 

■6 -f * if C J: >J SUS f S - t # "f * s • 
[0 0 3 8] 

Stt * fc o T»t S i #«Tf« * ■ 

[0 0 3 9] 

*a«<oat*it. xmmo&mA r twwcMt » «« AR tw^* 

8«m<oaw«*r*;«r'*; ran f*w* uv>. 

**««>Bi0tt«it. saw** 2 -estos ft* r s j wwics wc r s ; » 

BS1EJ.J (B746LCC)) J.H-*KttJW*CW-<Or*^W»H**«**« 

T882A) i;H-t.b<t±^S£l9iCIB-fflr3 ^»B?OS:**rSSae*fett* 

3 9 ffltt«2003-305307 



> 



02 — 255612 . 

CttMU^U. «MK,86Cll«.ll»lt. T882Ai:B-%U< 

A R (OSSSSfi * 0=*<«S#®»#T 5 7 MM *tt* Ji L t fMW" * s t # 
[0 0 4 0] 

«*. St*?«*®ffi*«®a9«tt- «]*.«*. ftBfflSSWARtM^ 

(Nature), 2 5 6*. 4 9 5Jt (1 9 7 5*) J C»'W«« 
bT t *. #UtW!'»3-* (PEG) * 

#«H»»tbttt. «*tf. NS-1. P3U1, SP!/0«»tf6 
ft**.. PSUl*ff*K*V*6ft*. mv^6*l**»«*«« «w» 
»i:#SIB«8a»a©»*b^tb**l : 1-2 0 : l«KTf»U. PEG (# 

4 0 JB(E«2 00 3-3 0 5 3 0 7. 
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* L < «U PEG1000—PEG6000) *U0~8 0 %@&©»fiT?S&in 



^;^n -i-Jiffiftm&^ >f ^ U K - v <z> * ? V - - > Jc &g * <z>^m&m 
sitfclHffi («U Y>f?n^u-» icA-f :/y K-vig^_h?if£»iu #cic 

,&V\, 09*. & 1 — 20%, JJ* L<&1 0~2 OyoOWMf ^RPM 

i 1 6 4 0 i~io %<DQrm%ma &^t? g i T^is ofimM^xm ( 
#) ) ^y K-v^siffi^jfittt^ (s fm- ioi, n-&mm m 

) ) &H&JBV%£;ifc#*T?£So fg#MSm, 51^2 0^4 OTC, ft£L<\Zffi 
[0 0 4 2] 

(b) #n*-/i/ffi#©J|MB 

-r^>^SI# («, DEAE) K:J:£!RflB#8U ^ 



[0 0 4 1] 



4 1 



miE# 2003-305307'; 



ft 




2—25 5612 



• 



[0 0 4 3] 



4 2 
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[0 0 4 4] 

BtOi^*fetttO«t3-F«DNAB; (1) *W«»AR«) 

mmmmz^^mm^n^mB^m^^/^r^mmm. (2) 

y (4) ^^©^IIAR^ftM&XftS**^^****'*" 
T>ft^DNA4Mt5^ (10) DNAifiW^ifiCffl^ 

NA^B&ISt- J3J:tf**MI©»ARiC#**3M* (BIT, ^ 
[0 0 4 5] 

CD *»«<o«*AR©a«»*K:j:y*»sn#**A©^i»«*tjp/*fc 

-5 0DT% ®*«W©3E» A R * fctt©2MM30>D N A fe*»«l»»»K:»*bT 

4 3 ffi!£4# 2003-305307 
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«fc e> & * t- - K * o T T*^ S o 

(D*«W©»AR*fctt(W»B©DNAtt, MKlflSBTWCft 
ftbfcttfe ***** xU^>m ^*n***A****bT«P» 

%©1?3d<5o 

[0 0 4 6] 

*8H, ^t^ft^WtSi^TfMW*^^ ****** 

#«v*&*i*. wgJiifa^Ji^*^*^^***^^^ _h**-f *©*mics 
tmM**)****^ **** 5 

4 4 ffiSE4#2 003-305307 
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*SraiS:^«3R« (Mx.il D-v;i/tfh-;K D-^>-h-;w SfrffrJ- h 
. #>f*>ttl?«Sttai (M, ^yvM-bso™, hco-5 0) 

<fcV^o 

[0 0 4 7] 

*fc, _hbw • Miit Mx.il *«* u^wttwt*, im 

yteZ) > (Mill t bjfe*r;b^^>> jKU x^i/>^u 

t:K 9vK t^5*» * 3 > i^&if) 

yjsiitt**^ ttn«#©#-^ -wtmizmxit. m&m (eok-g^bt) 

fC&V>"Ctt, -HlCO^0.1mg~100mg, #*b<l±*&l. 0~50 
mg , J:»J#*b<B:«&l. 0 ~ 2 0 m g T*&£ 0 #ftP»ca^t6i#tt, 

, £»»©#T? *** (6 0kg^LT) lCfeV%T»> 

-HiCo^f&O. 01~30mgII, ^Ktt»0. l~2 0mgil, «fc 

y#*b<tt*&o. i-i omggl&il^KUcyt^tsoAWi^* 
iPS^©^> -JK«rJc«I*.tf, mmm (60kgi:U) }c 

g^tit -Hi;oti0.1mg~10 0mg, #*b<fcfc&Jl. 0~50m 

4 5 2003-3053077 




ft 
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2 5 5 6 1 2 



1. 0~2 0mgt&5. *@P^iC|e#f * 



HICO^^JO. 0 1~3 0mgm jf*b<»»0. l~20mggE <fc U 
f|b<K$i|0. 1-1 Omg^S:#^^C < fcy^'t-S(Z>^WSP-^T*&S 
. m<DMm<D^*>> 6 0kgSfcyf:iIbfci5:t#nii:^iS. 

[0 0 4 8] 

(2) ate^wiM 

tK 9vK 9-9"^ KfS?, -f*. KtSVZ 

*«i®SEHAR&3 - KtSDN ASfelimRN A (BP*>> Ef ARl^f* 

>f^J^^-i/a^PCR-S SCPi (>fJ$.y?X (Genomics) , H 5 
m, 8 74~8 7 9I (1 9 8 9^) , -fUiz-VZ/VX ' ' ' 
Jl> •r*r< - • ' X>WX • 3*:7 • rL-XXX- (Proceedings of 
the National Academy of Sciences of the United States of America) , % 
8 6i, 2 7 6 6-2 7 7 01 (1 9 8 9^) ) & if tC J: V MM*? & Z 

[0 0 4 9] 

(3) ^^0tMAR0^15:^^tSft^0X^ V~-y^Wi 

■TJ&sfcfcatfMIMu fill (i) #fch*SU»* (M^H 5>yK 
, byi?, i^&if) tf)(Dift$u d>4#j£<z>IM, (DDI 



4 6 
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* 



0 0 2 



— 2 5 5 6 1 2 




it £ * s ^m<D * v u - - y vism & & . 

[0 0 5 0] 

#3818 (DMg* A R <D m R N A M&Mfe teMfoffi K <Z> £ 3 £ b T 4? & 5 - 

(i) iESARfeSV^^i#^©^MARS:^i-S«IBISS:Jt'tS#t: 

#> v?*, 9y K tftf^ fc^S*, ?S/> *n, -f*. 

) {C^bT*Sff**V>'tti&a»^ h -j£l$ISIiK3abfcffe 

US, #f,tlfeIJ|iC^tllS*^©fMAR©mRNA{t ilS© 
^SsiCJ: yiBie^ &mRN A fejftfflb, «*.tfTaqMan PCRfc£©3M£&# V>5 

(ii) ^^©fMA R fe«#^IW©3ESA RS:»^b 

^smftjttiieisritfjficD^fffiicfleoTf^ssb, mmn.mMifr&feiz±mn®mmK 

^£ftS:fc5§l£©AR<DmRN A£|^#lCbT$£*> j5||ft§z:t^t§. 
[0 0 5 1] 

V*b2 4B*IHt!N #*b<&3 0#ffffcV>bl 2B£|^ftf, J: »J J5F* b < tt 1 l*M 
Hr^V^b6^|&) % b < »— fcHTOIft (3O^tM3 0t, #*b<l±l 

«fratftftv\b2aife, <j:y#*b<ttii$ratfefcv*b2 4B#ngfO . 
»*vxtt*a»^M/^iirai9K:*«ftft-&«s:«#b, «#*--*i*wtt»* ( 

3 0#«fcV^3Hlfe, #*b<t*ll$iai«&V>b2Blk J:y«P*b<ttll© 
W*fcV*b2 4l*ll9lft) „ «gj}aiC-^*tlS#^<Z)^MAR©mRNASS:^ 

(ii) fe^MMIfriZ fett*»i©«HA R &»3S-r-Sl6AS:*'t*«H»*«IIlB&* 

^V^l7Ht, ^b<tilBt^^U3 0^ «fcy#4b<tt2BffefcV^bS 
Btfe) > K^««lfe#*fett#^^©^AR%^t-«IB*«:^i-Sl&*J(|IIie 



ffiSEff 2003-3053077 



0 2—255612 



[0 0 5 2] 

ttftftffttfStt * »» S * * fl^* ^ © ^ M A R ® * * 

[0 0 5 3] 

bfe*»B©«IIARmtiB*J:H*Cbt, KSIU ****** 
tK *vK * 3 * ^ 

icfcy ftpa*©«#, (eokgiib 

4 8 ffif£# 2003-305307 



02-255612 



T) iC**vCtt, -HCo«»0.1~100mi, ff*b<l**U. 0~50 

, ttl«IO»Tf *** (6 0kg£bT) KLfcWttt, 

-HM«*0. 01~30mgiE |f*b<ta:*0. l~2 0mg«K, «k 
.J #* b < tt* 0 . 1 - 1 0 m g «fc »j 

[0 0 5 4] 

(4) ^iOlWAR^t^a***^*^**^^ 1 * 
RMlt «**CT«*Mib*:«l. ***** 

[0 0 5 5] 

4 9 ffi|E#2 003-305307 



0 2 — 2 5 5 6 1 2 



www****"" 

WMt*tt«M <«*.«. D-v;nfb-;K D-w-b-*. wwi- 

.j^t, fciitffflVN&ft. T*n-* («. x 

. #97*3-* «. ^BKI/>y'J3-*. OTxfwyjn 
_*) . gM*y«»W«MI («• mv»«-y*° T " HCO-50) 

<fcV>o 

*^/±i»i- «*■■*. **** y wm 

_ . rt-H-i: v>vi? -7*. Vis- tf/l/ftK) 
ffittf. KK 7»K f-trs?. ey^, ^o>. 

Kfl;***fctt*®*®«**tt» **"*' ******* 

T)C**^tt. -HCo«»0.1~100m«. *F*b<it*l. 0-50 . 

mg *.j»*o<w»i. o~a o Mn»ca*+*»* tt - 
«*.«, tt#a®jgr.(tas;«ixii, (eokgtu-c) tc^ra. 

- BM MO. oi~3 0mgSK. »*U<14»0. l~20mgSS. * 
[0 0 5 7] 

5 o ffiWt 2003-305307 



0 0 2 — 2 5 5 6 1 2 

a, iumai«& psA«M*MSttfe£) t«rr ( 

b>&vMt;^ (v^^s, •^WcdSEHARk:^ §7>^^b) > (a) 

> Ki:*^©^MARi:<3D^^S:M^S^:S^^H^*nSo 

(i) **M!cwfc»ARfc, y^f>Ffcft««S*fe» 

^ (ii) *»w©'3EMARt, vify \^^^^mt^mt.^mm^r^^ 

[0 0 5 8] 



ffi!E# 2003-3053077 



02-255612 

«*ttft*fls a fc** * fc l« ©*® * * y ~ ~ * ***** 

» CWARftaabW**^****^**** 0 

^MOiKA R *«ttfci- ***** J: t«*ft** ft**W®»A R ftUr 

«t&iB' («ARft»ab#6**fe*t*i«i»a^ Kiiftais*** ■ 

UrtcfcttS. u***-ft*bfc*»W«»tt PSA 
[0 0 5 9] 

bfe*a*©jaARmt*%©t*ntf«ft(o*®t»oT%j:vvtf, is 

Bbfe^floWARftWtffS^MtfiWiift^W^**' 

[0 0 6 0] 

a ft «nw^»^it s^K^y*?*^****^- a » * * 

6»aKidt3-mDNAiftCtt«iDNAtf«V>6ft*^ 

5 2 miiE# 2003-305307 




02-255612 

C»te«Mfl«MW (nuclear polyhedrosis virus; NPV) <D*U^ 

*«•«'. ** CNa.bi, P. fe. if ^•^■««»* 

n,.>r3.XbV- (J- Biol. Che..) ,267#,19555~19559S,19B2¥) C««<0 

VM,. ««l4ARfc1»+Sia»]e&fflv^%-fc v> . 



m*. mmzmmtvx^ *»«• **■• ■»»• a®" 3 ** 

iWAR*#*-r*«WM»«>IWAR<»«l*. lMMfc'JlO -10 
[0 0 6 2] 

5 3 ffi!E# 2003-305307 



m 



,2 002 — 255612 



bv^ 33T% m^0u^>K^^s. mmrn 

#>FT^n^ft-&*fc£#«v>&*i.6. C 3 H] , C 125 i) , C 1 

4 C), C 35 S] jEftMWKsnfe^h^nv, DHTfeif#Mv%&*i<5 

^u-n^^&^^oc^, *-r#&i»©awAR&** , r**iifc£. **y- 

7y-K.\Z. P H4~10 (S*KSpH6~8) <DV y&Ay7T-. hV 

T?*titfv^-r*n?*»j:v^ ^MfUflsnKM^ftttwa-ftcBOr^ chaps 

, Tween-80™ («i-7h9Xtt) , S?*F->> ft*J/3l/-b 

6 4 (^^FW^mSS) . *y'x#7y&Z<n7'nry-vm. l £1tt*&in*r& 

0.0 lml~l OmlOKEl/t^-jSlKi:, — 5t* (5 0 0 
0cpm~500 000 cpm) ©*«bfcy FfeSMWU flUBHCl 0 ~ 4 
M-10" 1 °M©tt*ft#«&ft#St*. #4«tt»^* (NSB) 
fc«b*c:fc«»(B**3»©y5tf> FSria^-feMlS^a-^feM^So RjStt»o 
t3**&5 0X3, H£b<&$J4 0 C^e>3 »2 2 4 BJIW, b 

<ttj»s o^&sufwff^. #9*ii*Mi*Hi^»3»b, aa*©sut 

vy 7 T - u 2f 9 * llii ic^# t § ffltftf ?Stt & S/ > ^ 1/ - 2/ 

*>h(B 0 ) (NSB)- tfc9|V^fc*9>h (B 0 -NSB 

) £1 0 0%£LfcBip, #HlftM-£* (B-NSB) 5 0%&T*C 



ffiSEfl 2003-3053077 



• 002 — 255612 ^ 

[0 0 6 3] 

-femm* y*^- hbfet, jWjfiKo^jifliswflifi"*^ »*v>ttiHiiii&» 
mistcffimifc&ztf^ bv>„ 

Jfcffc**, J**££fe Mffiftfe *4Wftffi*fc •4MB*tt»*££#«v*& 
ft, r ft Mfe^&»±£r&fcffc^&"e& ^> T % J: b, ^©^t'*ot%J: 

[0 0 6 4] 

hit W©3» A R * fett*»»©SE^ A R S^tt 4 

mi («nARfe«au#****tt*»«iiift^) 

#?&I£<Z>;*# U - — y>ff%*cV h<DW£ bill &ft*. 

i. 

Hanks' Balanced Salt Solution (^ntWB) 0.0 5%Ofi»^ 



miiE# 2003-3053077 



0 2-2 5 5 6 1 2 

*»IB©«ARft»9ia<feCHO*«lft, 12^V-bJC5XlO « 
<MWV:*f>F 

DHTH.l°/o^>M7^> ^ PBSt ' lmMt 
[0 0 6 5] 

mmmmwm i m i ■* a mw*bfc«. 490,1 

So 

© 1 0 - 3 - 1 0 - 1 0 Mffltt*fc***** 5 * 1 ^ TJ K * 

5a im, tittiWRisa**. 

^<D-f^t» u fc 1 0 ~ 3 u<d y f % 5 , 1 fln*-x: & < . 

U Percent Maximum Binding (PMB) CR 1 3 T?*«>*- 

[0 0 6 6] 

PM B= [ (B-NSB) / (B 0 -NSB) ] XI 0 0 

5 6 ffig^2003-305307 



ft 



• 



002—255612 



PMB : Percent Maximum Binding 

b : fefoifrmxtcwom 

N S B : Non-specific Binding (##M»*lr&S) 
B 0 : ***lrki 



[0 0 6 7] 

'14 M^if*®?^ PSAl^Jf) (V^*J>S, 

«©3gMARic»-r«r=r-^h) > (n) mWM«?S'ffi^^b^vwt;^ ( 

ro©»ARi:(0*I^S:«3ftf *-fb#W. &£vm (-) U^f>Kfc*»W© 
A R H * WP 3 it 5 -ffc-&*f Tf & 5 c 

A RC^t 5 7 > ^ ^-X hit . *l§iifflH A R {C^ft S U ^ 
>F (T>Kn$*» feitfr^-xh (tr#;v#^F> Kfc£©HW 

[0 0 6 8] 

§g3t • Hffltsit^ts. M^n jisaufe^w^SE^AR&^-rsEs 



5 7 



£tE# 2 0 03-3053077 



02—255612 



mummer, mu *?wn. xu*^ v-f*n***/i/». ** 
«*a. *k *»k 

CJ:»J»tt»«^ ftPa*®^ HR»K:**.tf, .««# ( 6 o k g b 
T) ICfcWttt, -H^^O.l-lOOmg, *F*b<tt»l. 0-50 
mg, *y#*b<"aaBl. O-ZOmgW. #IP»K«*t*^- 

-HICoSttO. 0 1-3 0mgm ^*b<t«0. l~20mglS, * 

•j»*b<a:»o. i~i omgiS^im<tua#t5©«^* 

[0 0 6 9] 

MB*. **** «MM9ft^fci:%K:-«lcB«)6nfe 

izm* JWMlJIMtWt * r K: J: o T * 

5 8 ffilE#2 003-305307 



j^p) 02-255612 

«*.«. 

. #^*>1S^S»tt» <«• *'JVM-h80™, HCO 5 0) 
ftKfc»*bT**v*. WWfeOTB. ««..^»- *H**K**v>& 



tfe/lffiiw- ««. «*» ' J WBS 

01*. tf, tK 5vK tflr^P, hvja 7*, ^ 

59 ffifE4#2 0 0 3-3 0 5 3 0 7 



02-255612 

***** M*m^. aa*. ***« ft,f 

KlJ:******* «Pa*®^ *** (6 0kg*b 

T) IC^m'-HCoMO.l-lOOng, ff* b < tt» 1 . 0-50 

, wmam******-** **♦ (eokgiiuT) mfev^tt, 

-HKlo*ISO. 0 1-3 0mg«Jt,ff*b<tt»0. l-2 0mg««; * 

y« b < tt»o. i~i orngSKtinauc^Jawsoww-e* 
«eiiom 6 0kgsfc«ici»bfc**«*'r«s^«*. 

[0 0 7 2] 

(7) «©fIAR©SI 

bfcfSfittS^^ 
<©*^HBCD3EI4AR<Z)3e*a> 

(ii) ^Igtfc'fi*^^*^^^***®^***^*^^^^***®* 

[0 0 7 3] 

fc<Dft*V*T*J:<, *fe> «#^©FCab*) 2 , Fab', »*VM»F a b 

6 0 ffifE# 2003-305307 



I 



02-255612 



m mm mnmn. mtmk* nm^n^mnvxit, m 
c 125 n> c 131 n> c 3 hk ( 14 c3 ft^sv^&ti*. 

bTtt, fl*.* *^-*»** ^x'J>, 

[0 0 7 4] 

«W*«*^«t#©«MSKaoTIJU ««MlftJBVxT*J:<. ***** 

a***^. «*fcbT* r**-*. w^f' 

« (2 ft**) ^fi<W:©«^©l«ft»*'«-*-^' c * IJ « fc 

6 1 ffi!E3#2 003-305307 




2002—255612 



[0 0 7 5] 

V* 6 ft*. 

[0 0 7 6] 



2 0 0 3 



-3053071 




2002—255612 



, y ^. >f > • n^e;^/ P— (Methods in ENZYMOLOGY) j Vol. 70(Immunochem 
ical Techniques (Part A)), ml? Vol. 73 (Immunochemical Techniques (Part B 
)), Vol. 74 (Immunochemical Techniques (Part C)), Vol. 84(Immu 

nochemical Techniques (Part D'-Selected Immunoassays)), |^f$ Vol. 92(Immu 
nochemical Techniques (Part E:Monoclonal Antibodies and General Immunoass 
ay Methods)), Vol. 121 (Immunochemical Techniques (Part I:Hybridoma T 

echnology and Monoclonal Antibodies) ) (J^_h % Tytj^r^ y ? ~f UXftftff) & 

[0 0 7 7] 

(8) *$&ma>ffifo*&mirz>mm 

lot, ^#:*^fn?S^$:^f§#^«> f|gMAR0i#t5»mtt 

mmmm?£&. psai^^ ^Mts^ii^ts. 



ffi$E# 2 0 0 3 -3 



• 



2002—255612 



ti^y^, ot/. -fs, i.zMLxmam^tz.^mM 
iz&J*?&z.£tfx%2> B *g#*f#L *r«^m. 

iHlZiZ, *$&m<Z>ffift* lmSttLT. If 0.0 1~2 0mg/kgMSl 
> ^*b<»0.1~10mg/kgMlE £e>iC*?D;b<ttO.:L~5mg 

/kgnaigs:, ia'i~5iaiE #£b<&i a i~3tra^ mhsi* 

[0 0 7 8] 

4&tttu:Mt£ittv. &T&itf3!i> &wa»«r, mwmn> 



6 4 



mSE#2 00 3.-305307'/ 



0 2-255612 



X . M0 , HGO-50 (polyoxyethylene ( 5 0 .1) adduct of hydrogenat 
ed castor oil) J ftKtWtT**^ WMtfcLTtt, MAO. 

TB. «M. *«• «** (7> ^ ) • * 

ft *«B b fe MM «- -HE** t * »J * * b < ft v*t«WB * * 

u * v> us y ttcoatt^*- u r % J: v. 

[0 0 7 9] 

(9) ry*ty DNA ***' i ' 4lBi 
, >x _^ „ K „ ^ * - ft if ©iga ft * f * - k#a ufe*. ss*ac 

J 6 5 (6»2 0 0 3-3 O53O7 



02—255612 



[0 0 8 0] 

(10) DNA^Hf^J 

**«* M^«A R ^- FtSDNA ( * T ' **** ) * 

(1) ##iB<D**ttDNA*#i-*#fct^*** 

(2) ^^ItM****^***** (l)«*©«Mfc 

( 3 ) (2) 

(4) *JWCD«*ttDNA*«fU «JU»ICJ3V.TlWb^«l»A^^ 
# - 5: St« f £ % ® T? * & o 

*ttDNAfe**U lift** ^^^Hic^t-sr.ii%^^. SMC 
in6*Bft±«©K*«*^ ® ***** (C^Ji^^iCJ: 

6 s ffi©W2 003-305307 



2002 — 255612 ^ 

I * 

BL/6M, DBA2«^ £H^£bT, B 6 C 3 F x BDF ^ 

B6D2F a m^, BALB/cM ICR«S&£) Sfc&^yh ( 
M&fc^ Wi s t a r, SD&2f) &HftWi:bVN 0 

[0 0 8 1] 

W}%&&£>*> iX*>&^o #|£^(DDNA&^#Si&#C2^£1*3&C&;fc 

otlt IDNA Srl^^T-ISi^ i± 3 £ ^ - # -OT^iC^ tfcDN 

(DDNA $:^|gJit--5 D N A^Bf ?Li&^ 2> Z. 

[0 0 8 2] 

_h|B<Z)DNA^MSi5^^3&e)^'n ; e--^~t:LT^ #Ufc£> 0)^>f;vx ( 



6 7 



ffi^fl 20 0 3-3 0 5 3 0 7' 



2002—255612 ^ 

^— t?, ]fiL/jN3Rj&3&&&®^/3, m>Kl, K 1 0 33<fc£FK 1 4 > n^-^ 

ft&Hz^-^nS/V*:?— 1? (-JR1CT i e 2 iHS§£*i&) 
, ^-h y «7A^U *?2*7TrJ i/y 3 y S/fijMfcSSR (Na, K-ATPase) , 
-a-D7-f7^>hii, l**^**^ ^ I fcitfl I A, *&W7U : rJ 
t-fliW^t^^-, MHC77Xl^i (H-2L) , H-ras, 1/ 

Kwi^>i3-2K»fls»*, (tpo) > jtfy* 

^KHIJESH^la (BF-lo), PTZ^y* <*3$&T$0 ^XisyMffi.. 

$*i;ymmilS£T$2, 5xy>s«^^^R, fn^n^J^ Thy- 
i, M^a7*y>, Hoa-BrsEW (vnp) , Mr ^ o-f fph>5K-^> b 

0-flo (E F — 1 a ) CD^O^-*-, tl bfc <fct>^C h V 0 T 9*y~7n*£ 
«it«, ^-f;i/^fi^^J:T>*#ffiB»ILKf^*^<Z)#DNA©»J$:M 

v^* «F*b<tt, s/^r^tf-f ;i/*tf>s V4 o 

[0 0 8 3] 

©3' T^ic5t^*rsr^%se9ic<fcysri8T^s 0 




ffiU# 2 0 0 3 -3 0 



2002-255612 ^ 
[0 0 8 4] 

*»«0^*ttDNAfett5*fc: Mft3M»«tt, Affile J: UM1SDNA?: 

«3t»clilf#rsri:&fllSbT«DNA««»«^bTa«©0W**^«l^0 

xxf^mm<D±x jc#3M!©**ttDN a ^ttsri: sswe-r «. ©^ 

3fcttDNA&&fr«v*£;r©«©«M&©^SUi, ^©ffi^HJISfc * Mfi©^ 
T JC#38H!©*MSttD N A *m-t2>o iAD N A £^S£<&#©W#£#0 jft^E 

if >f dr- h i&$> u r (Dmmom® * s ^ t tc ± y -t^x&^mtf 

[0 0 8 5] 

S it 6) *i T fe *J , ©Ifrt D N A ©fttg & £ 21 £ K <fc »J 

H»AR©t8^^rattM*j£& y, ^awe^/i/SMfc*: urftl 




fl5liE# 2 0 0 3 -3 



0 2 — 2 5 5 6 1 2 



«BMHI«)DNA«»«KD««*®DNA*b<»tRMA*MM«i-»*. 
^ftDNACi'J^^^J^"^ 4 ^" 5 - ***** 

^fR *f £ w ^ ^ * 5 ° 

awe***-*******'*, ♦ft*****"'**"*****- *** 

CO A R £ A I? * « ® & »®****H« »» £ * 5 • 

EMS, Bi^-fSiil^^* 5 - 
[0 0 8 6] 

7 0 tHSE#2 0 0 3-3 0 5 3 0 7 ' 




2002—25561 2 



[0 0 8 7] 

xm%.(Dtfi?y Fv>fymKttisxm$:& mm&) x$>&i£\z. mmyy f 

[0 0 8 8] 

]^jfiL»£^frMEMfg:l$ CU--f (Science) , 12 2i, 501(195 
2)) , DMEMJEMfi Ctf-f On S?- (Virology) , 8#, 396(1959)) 
, RPMI 1 64 0^t -T^'J*>-^r^^- 
7V>>X-i/H> (The Journal of the American Medical Association) 1 9 
9#, 519(1967)), l 9 9*ifi C:/nS/-$?>4f • if • V-iMx 
• 7* — • if • ;UtD^*^ • *"5*-f (Proceeding of the Society 
for the Biological Medicine) , 7 3#, 1(1950)) fc£#/BV^ 



7 1 



miE# 2003-305307' 



02-255612 



o.oooi~ioo »m«7> rufym * 

0 0 0, ooo«/«iM»»M*< ^f»x^V-b*»«*» 
RNA**»U *»eItA».OHAWt«:»t*!)« 

*»u ********* m™-**** 1 -™**** 9 *-**" 
»■«•«. i»ct, *»«* »AR4sau lonaow^B* 



7 2 



ffi|iE# 2003 -305307' 



02-255612 ■ 

BWlBftttS. r^Kn^lMFx^yb (are) ******* 

* y * X TO»*^o*-*-«>*6cji»c***a«»»« t »w 6 * 1 ' psa 
*-'«'»*»>«**««-'-*» ««rFc»*w*-*-« 

„ g5 PSA^-J-tt. sasffli»st»a»»^M-s^AR®#» 

73 BJSE#2 0 0 3-3 0 5 3 0 7 -, 



02—255612 



**** it ««M«KiSVVC*WM-««A*«=*bT«K 

wifsikive**. Bv>e,«*e*^ttt. ±»w«psA»k? 

SV40 ^-*-. LIRrt*-*-, CMV^B*-*-. H 

*^lisAR^s»««>^ffl* ffi,c * v%T ^® ffi71 ' Kny:/ * 1 ( 

«*«. *********** K*» «<*%*3»JJM 

7 4 tt SE# 2003-30530T 



^02-255612 ^ 



[0 0 9 5] 

$ -fr -6 (£> IC^tJS T? & 3 o 
[0 0 9 6] 

±Bbfc**lS©«ilARft**'r6B«l4lW»K^ , C' ****** x 

fffctf, *K 7>yK ^ 98/, 

T) KUSV^TBU -BlCoSftO.l-lOOmg, #*b<l*»l. 0-5 0 

7 5 miE# 2003-305307 
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, 0?L\t. mm********-** (6 0kg£lbT) ICfcWttt, 

-HtCO^O. 0 1~3 0mggE ff*b<tt»0. l-20mg«t J: 
•J#*b<t**0. l-10m g i«»IBafl=*^ MWHWlf * 

[0 0 9 7] 

> F n y >a ft ****** * * ^*«ts*l ft *** * - s*i*t?k:ar<o 

C) * J: T882A) *C*f b^7>FO^^t2 *«_t©«T 
»(«:bf*^*5KfiJ:tf^*^K) ****** 

u *p**©»*. *** (e-okgfcbT) 

50mg. *Uff*b<tt»l. 0~2 0mgtW.*ftn»C»WW 

ft*.tt. ffiWW©*^!**^*^ *** (6 0kghLT) CfcWC 
tt, -HKo**ft<ft»0. 0 1~8 0mK«* #*b<tt»0. 1~20 
mgi |, *y**b<tt»0. l~10»ittllia*CJ!«W c 

6 0k«afeyctMitbfc*fta*i-*i • 

7 6 mfE#2 003-305307 




02-2 §5612 



^Wttifc.°PSA^Bns-*-«)««ITC»*«MMflf«*»«*** 

ynse _^_« J g*se,j 1 8ScDAREffiasa?« (KbPSAHSf®«- * G « ci 
ypn*:/**** carr) tbT»&ns3 5sa#ass- cthPSAjte 

GlGGTGCAGGGATCAGGGAGTCTCACAATCTCGTG;BB5!l*e4 (J. Biol. Chem. 

7 7 fflS(S20 0 3-3 0 5 3 0 7 



02-255612 



, 271(11): 6379-6388, 1996) ] *Tffc**«* J: b <!««** 
[0 10 2] 

MJMMM («:COS-7, Vero, CHO, CHO (dhfr ) , V* 

XLtt V^XAtT-20, 7WUD-7»E h G H 3 , * h F 

[0103] 

m^mmmm. n*h*mm*. arm********* 

7 8 ffiSE# 2003-305307 
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[0 10 4] 

ARB, JdBO^lCbTWaftfe*®^ PSA^*-«-(0«rFK 

Rta-Ki-*a»fc*««*»««* («:COS-7,- Vero, CHO 
CHO (dhf r") , VWL» ^AtT-20, v*X*xn- 

(fl:LKMBtt) * b .< * U # 6 *i *» A R ft*ffft 

[0 10 5] 

0 =e - 9 - ©«»t k $> z> ft&mm nm*m&* wiwrn^ ln 

C^FGCfttt* (ATCC## : CRL-1740) **©AR (T882A) *fctt*»*«>» 
AR (W746L%b<»W746L(C) + T882A) ****** Kfc * 

, 18Blttlf**«F««t»WIC#U «748L6J:OT46L(C) + T882Attlf 
[0 10 6] 

7 g ffiSE# 2003-305307 
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WfcKfcbTI*. A»%b<ttffa©^^ ***** 

* Kttft^ ***** **«»«. mmmmm. nmwm 

* *** i* S A R ^ * tHMMMt **• S **«*® 

*-T?*»J, W*^tl«I»WSlAR©^©€^^^- (BP 

ft****. ****** psa^u*-*-*********^ 1 ***** 

^mti>«afw^«^t^- «««MWi»iitTtt, psa 

&PSA ^-^ 0T«&«ttf«ttlM b , J^<o*«MM»** * * * - 
(fib, ^n=E-*-&*<) *^Alt, J^OSlft^AttftiavxTWA 
MM («:COS-7, Vera, CHO, CHO (dhf r ) , V**L 
ft* VWAtT-20, VWUB-Vll, 9»bOH8, ^FLi 

IB^lO^MDNAfrfefttW^TPSA^*-*-*^ 

. #mt!psa*****»u sftMMtflMa*****- <* u ^ D;e 

o 

[0 10 8] 

8 o mtl#2 003-305307 
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Wt uv^. ARta-WDNA Hi J:*©»4MM0WIH 

[0 10 9] 

UPAC-IUB Commission on Biochemical Nomenclature K «fc 5 § 

DNA : f=*#2/U3j?«lft 

c D N A : fiWW^** ^ 1J #** 

A :Ttr-> 



G 
C 
RN A 
mRN A 
d ATP 
dTTP 
d GT P 
d CT P 
ATP 
E DT A 
SD S 

[0 110] 

G 1 y 
Ala 
V a 1 



yr~y 

i/hisy 

: 5s^-^*/s/^s?>^y y^ 

;1U > 



8 1 
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f 

.j 



Leu 


: D-f %/V 


I 1 e 




S e r 


: -fe U > 


Thr 




C y s 




Met 




Glu 




Asp 




L y s 


: y W 


Arg 




His 




Phe 




Tyr 


: f OJ/> 


Trp 




Pro 




A s 11 


: r^^5^> 


Gin 




pGlu 


: tfn£*;v# ^ > 


Me 




E t 




B u 




Ph 




TC 





[0 111] 



t5. 
T o s 
CHO 
B z 1 
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ci 2 Bzi : 2, e-^nn^^ 

Bom :*yVfr**$/*m 

z : /<>W*S'*^-^ 

cl _ z : 

Br-Z : 2-^n : E^>^;i/^^^^^jK~;i' 

Bo c * : t-^h^^^-^ 

DN p : v^Yny^J 

Trt : bU^;t> 

Bum :t-^*^^ 

Fmo c : N - 9 - V U-)V* h*i/*»#-» 

hob t : i-i:Kn*3/^hyry-* 

HOOBt : 3,4-^Kn-3-fclKn^^-4-^V- 

HON B : 1-t KD*i/-5-;^^>-2,3-^^^f^ ' F 

[0 112] 

^gli )>AR© c DN A(Z)SSI3^ , J5:^'t*= 
[0 113] 

H & PI Jfe * & © & * v N ■ 
[0 114] 

MMW 1 IJICaP-cxDifflJtelSfe 

LNCaP-FGG (ATCC## : CRL-1740) *0.1*3 *X*1 *>* * P ! 

ft*trtHM« (RPMI1640+10% Dextran Charcoal (DCC)-Fetal Bo 

8 3 ffiSE#2 003-305307 



t^T) 02-255 6 12 

I 

vine Serum (FBS) ) 4n?**r* il*****^- ^ U WM>»&13» 

ti^f nLNGaP-cxDllfe <fc LNCaP-cxD2 H £-3 W fc„ 
[0 115] 

LNCaP-cxDU, LNCaP-cxD2fc *tRNCaP-FGC*24*^ V- MC40000 cells/mL/w 
ell***, »H0.1-30aM©1-*^*5K***U WW3H«Kl*««t»Hi 
bfco r>Kn^><fc#»CK*a*l«PSi(Prostatic Specific 

totige«)©«IJl»*«*«:»ft^fe- 
-e LNCaP-cxDllfc J: t*2KW-c*D2©*»* K^i U **K1 

C®13 . PSA^COV^%, LNGaP-cxDllfc^LNGaP-cx 

[0 116] 



OCaP-cxDll. LNCaP-cxD2^J:t?LNCaP-FGC^6^RNA&ttffi^cDNAlCb, AR 
I^il^^Vn^^**^^^ LNGaP-cxDIHC 

LNCaP-cxDll^J:^LNCaP-cxD2(Z)VM s tia)ARlC%r> Ka^>» 

746 uk±a*ym*m*t*****»*** ^BfBaP^ 

|C«9) ^TGG ( b U * h 77 ^NCaP-cxDllfc *tRNCaP-cxD2T^*l^TTG 

[0 117] 

Cos-7*150cm^*^C5,000,000 dU»ft, JMKCPnBtlOX Dextran Ch 
arcoal (DCC)-Fetal Bovine Serum (FBS)+2mM glutamine) 4T24l9n#*** 
naAlftftV^ttXHUI (1741C«J:rW741iaBM) *#AbfcK**-DNA 

8 4 ffifSff 2003-305307 
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^Mmmmmtu»^9-«am*wt^ ***** fc*«im>«w« 

, B 741C»J:OT741I«IWM=J»bTi;***4Ftt«»«BMBtt**l'* 1 ffl 
3} = 

MM 5 ° ff^flXIUBR* b T y * HM ^ * y ~ '= ' 

« w74ic^liARC»b7v*^^**™***** M4ic 
m ^ 2 , 5 - y .^^-4-(4^hn^=^-iH^n-^3-*^#*^v 

yS-fy-tbT? -GGAGGTCGAATTCCACATTGTTTGCTGCACGTTGG-3' (B*J** 6 
j gj-otg- -CAAGCTTTGGGGGTGGGGAGCCTCCCCCAGGAGC-3' (BS?J##6) fcffl^T 
PGR S)S *«ofc. MA«-U*9-* 1 :bTPr*«tCW-.)*»VV Gene A*P P 
CE S S ste» 9700 (Applied Bios,ste.s) 1MM. 
S0» TTCT.liHMaR****'"**^ FUtlMUMmtMW) 
*_**ttWSeWDl**r**«fc. m " 4 "If 1 *"* 5 ** 

twee i(jurt.)T«K«. TtfB-^WUMI^DNAilWtMlbfe 

*<DM1K**. Hind IHSJ^Sac ITMft bfepGLS-Basic * - (Prceg 
«tt)fc**U Ligation high (T0Y0B0) fcffi^TSMSbT. *IBSDH5 0 fflay 



8 5 



ttSKE#2 0 0 3-3 0 5 3 0 7 7 



02-255612 

_tf»e**SSV^**-pGL3-PSA-L»cS#fe. Se,lCpGl,3-PSA-Luc*Hind 1 
II-SVRM. Bl-tta, kit (WWWKUt* Kpn I(»W)tffitP8 
4:/n «_#-*«CKH*««bfe. *©DNAWftSSac ir«K*. Blunting 
kl«*»*U Kpn I^bfepGLS-PSA-LuctcaSSUT. *»*DH5 « «> => > 

tf -r- > b -12 ^ ^^^^^^ ^ r ^ l ^ * J " 
0 fcpGL3-2PSA-Luc£#fc 0 

[0 12 0] 

00^7*150^9^=11=6.000.000 .cl»«, ^(DMEM+10% Dextran Ch 

arcoal (DCC)-Fetal Bovine Serum (FBS) + 2,»M glutamine) 4>tM»WHItt. 
±|E##MlT^^nfepGL3-PSA-Luc^7-^PGL3-2PSA-Luci:^MAR^#AU 

fc^ * # — DNAil ft, SuperFect (Qiagen) |)8V>T3>9WxirJ/8>bfe. 

zmmmzm^mh. 3*iwhwl i^dht (5a-^FDr^h^a> 

b^»t«6»*J:*C. PSA***-*-***^ HOWfWttCMrD 
[0 12 1] 



[O 12 2] 

8 6 ffi|E#2 0 0 3 -3 0 5 3 0 7 
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^##4 : tbPSA^-^*©ARRm 

m ?m^ 5 : n b p s A^t-*-fc»(itftfe«)©^-fT- vxmm^ 

[0 12 3] 
SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Mutated Androgen Receptor, Cancer Cells Expressing Same, 
Production Method Thereof and Use Thereof 

<130> B02281 



<150> JP 2002-162206 
<151> 2002-06-03 

<160> 6 

<170> Patentln version 3.1 

<210> 1 

<211> 2775 

<212> DNA 

<213> Homo sapiens 



<220> 



ffiffc#2 003-305307 



» 
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<221> CDS 

<222> (1).,(2775) 

<223> 



<400> 1 

atg gaa gtg cag tta ggg ctg gga agg gtc tac cct egg ccg ccg tec 
Met Glu Val Gin Leu Gly Leu Gly Arg Val Tyr Pro Arg Pro Pro Ser 
! 5 10 15 

aag ace tac e g a gga get tte eag aat ctg tte cag age gtg egc gaa 
Lys Thr Tyr Arg Gly Ala Phe Gin Asn Leu Phe Gin Ser Val Arg Glu 

20 25 30 • 

gtg ate cag aac ccg ggc ccc agg cac cca gag gee gcg age gca gca 
Val lie Gin Asn Pro Gly Pro Arg His Pro Glu Ala Ala Ser Ala Ala 

35 40 45 

cct ccc ggc gee agt ttg ctg ctg ctg cag cag cag cag cag cag cag 
Pro Pro Gly Ala Ser Leu Leu Leu Leu Gin Gin Gin Gin Gin Gin Gin 

50 55 60 

cag cag cag cag cag cag cag cag cag cag cag cag cag cag cag cag 
Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin 
65 70 ' 

cag cag cag caa gag act age ccc agg cag cag cag cag cag cag ggt 
Gin Gin Gin Gin Glu Thr Ser Pro Arg Gin Gin Gin Gin Gin Gin Gly 

85 90 95 

gag gat ggt tct ccc caa gee cat cgt aga ggc ccc aca ggc tac ctg 
Glu Asp Gly Ser Pro Gin Ala His Arg Arg Gly Pro Thr Gly Tyr Leu 

100 105 HO 

gtc ctg gat gag gaa cag caa cct tea cag ccg cag teg gee ctg gag 
Val Leu Asp Glu Glu Gin Gin Pro Ser Gin Pro Gin Ser Ala Leu Glu 
115 120 I 25 



48 



96 



144 



192 



240 



288 



336 



384 
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tgc 
Cys 

gcc 
Ala 
145 
gac 
Asp 



cac ccc 
His Pro 
130 

age aag 
Ser Lys 

tea get 
Ser Ala 



gag aga ggt 
Glu Arg Gly 



ggc 
Gly 

age 
Ser 

ggc 
Gly 



tta age 
Leu Ser 



tec 
Ser 
225 
aag 
Lys 

gcg 
Ala 

tac 
Tyr 



ace atg 
Thr Met 
195 
age age 
Ser Ser 
210 

aag gac 
Lys Asp 



ggg ctg ccg 
Gly Leu Pro 
' 150 
gee cca tec 
Ala Pro Ser 

165 
age tgc tec 
Ser Cys Ser 
180 

caa etc ctt 
Gin Leu Leu 



tgc gtc 
Cys Val 
135 

cag cag 
Gin Gin 




cca gag 
Pro Glu 

ctg cca 
Leu Pro 



acg ttg 
Thr Leu 

get gac 
Ala Asp 



age ggg aga 
Ser Gly Arg 



gag ttg 
Glu Leu 

ttg gag 
Leu Glu 

gcc cca 
Ala Pro 



aat tac tta 
Asn Tyr Leu 
230 

tgt aag gca 
Gys Lys Ala 

245 
cat ctg agt 
His Leu Ser 
260 

ctt ttg gga 
Leu Leu Gly 



cag caa 
Gin Gin 
200 
gcg agg 
Ala Arg 
215 

ggg ggc 
Gly Gly 



tec ctg 
Ser Leu 
170 
ctt aaa 
Leu Lys 
185 

cag cag 
Gin Gin 



cct gga 
Pro Gly 
140 
gca cct 
Ala Pro 
155 

ctg ggc 
Leu Gly 



gcc gcc gtg gcc 
Ala Ala Val Ala 



ccg gac 
Pro Asp 

ccc act 
Pro Thr 



gac ate 
Asp He 

cag gaa 
Gin Glu 



gag gcc 
Glu Ala 

act teg 
Thr Ser 



gtg teg 
Val Ser 

cca ggg 
Pro Gly 

gtt cca 
Val Pro 



gtg tec 
Val Ser 
250 
gaa cag 
Glu Gin 
265 

ccc get 
Pro Ala 



teg ggg 
Ser Gly 
220 
ace att 
Thr lie 
235 

atg ggc 
Met Gly 



ctg age 
Leu Ser 
190 
gca gta 
Ala Val 
205 

get ccc 
Ala Pro 



gag gat 
Glu Asp 
160 
ttc ccc 
Phe Pro 
175 

gag gcc 
Glu Ala 



tct gac 
Ser Asp 

ctg ggt 
Leu Gly 



ctt egg 
Leu Arg 

gtg cgt 
Val Arg 

8 9 



ggg gat 
Gly Asp 
270 
ccc act 
Pro Thr 



tec gaa 
Ser Glu 

act tec 
Thr Ser 

aac gcc 
Asn Ala 
240 
gtg gag 
Val Glu 
255 

tgc atg 
Cys Met 



cct tgt 
Pro Cys 



432 



480 



528 



576 



624 



672 



720 



768 



816 



864 



ffi|EE# 2003-305307 



02-25 5 612 



gcc cca 
Ala Pro 
290 
aag age 
Lys Ser 
305 

acc aaa 
Thr Lys 

gca ggg 
Ala Gly 

aag tec 
Lys Ser 



275 

ttg gcc 
Leu Ala 



gaa tgc 
Glu Cys 



act gaa 
Thr Glu 

ggg eta 
Gly Leu 



tac aac 
Tyr Asn 
370 
ccc cat 
Pro His 
385 

age gcc 
Ser Ala 



age tec 
Ser Ser 
340 
gga gca 
Gly Ala 
355 

ttt cca 
Phe Pro 



gat act 
Asp Thr 
310 
gaa ggc 
Glu Gly 
325 

ggg aca 
Gly Thr 



280 
aaa ggt tct 
Lys Gly Ser 
295 

get gag tat 
Ala Glu Tyr 



ctg eta 
Leu Leu 



gag age eta 
Glu Ser Leu 



ctg gac 
Leu Asp 

ctg get 
Leu Ala 



ccc cac 
Pro His 

tgg gcg 
Trp Ala 



age ctg 
Ser Leu 



cat ggc 
His Gly 
420 

gcc gcc get tec 



get cgc 
Ala Arg 
390 
get gcg 
Ala Ala 
405 

gcg ggt 
Ala Gly 



ctt gaa ctg 
Leu Glu Leu 

345 

gag gca get 
Glu Ala Ala 

360 
ctg gcc gga 
Leu Ala Gly 
375 

ate aag ctg 
lie Lys Leu 



tec cct 
Ser Pro 
315 
ggc tgc 
Gly Cys 
330 

ccg tct 
Pro Ser 



285 
gac gac age 
Asp Asp Ser 
300 

ttc aag gga 
Phe Lys Gly 



tct ggc age 
Ser Gly Ser 



gcg tac 
Ala Tyr 

ccg ccg 
Pro Pro 



gcg gcg cag 
Ala Ala Gin 



gca gcg gga 
Ala Ala Gly 

425 

tea tec tgg cac act 



gag aac 
Glu Asn 
395 
tgc cgc 
Cys Arg 
410 

ccc ggt 
Pro Gly 



acc ctg tct 
Thr Leu Ser 
350 

cag agt cgc 
Gin Ser Arg 

365 
ccc cct ccg 
Pro Pro Pro 
380 

ccg ctg gac 
Pro Leu Asp 



gca ggc 
Ala Gly 

ggt tac 
Gly Tyr 
320 
get gca 
Ala Ala 
335 

etc tac 
Leu Tyr 



tat ggg gac 
Tyr Gly Asp 



tct ggg tea 
Ser Gly Ser 
430 

etc ttc aca gcc gaa 

9 0 



gac tac 
Asp Tyr 

ccg cct 
Pro Pro 

tac ggc 
Tyr Gly 
400 
ctg gcg 
Leu Ala 
415 

ccc tea 
Pro Ser 



gaa ggc 



912 



960 



1008 



1056 



1104 



1152 



1200 



1248 



1296 



1344 
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Ala Ala Ala Ser Ser Ser Trp His Thr Leu Phe Thr Ala Glu Glu Gly 

435 440 445 

cag ttg tat gga ccg tgt ggt ggt ggt ggg ggt ggt ggc ggc ggc ggc 
Gin Leu Tyr Gly Pro Cys Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly 

450 455 460 

ggc ggc ggc ggc ggc ggc ggc ggc ggc ggc ggc ggc ggc gag gcg gga 
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Glu Ala Gly 
465 

get gta gec ccc tac ggc tac act egg ccc cct cag ggg ctg gcg ggc 
Ala Val Ala Pro Tyr Gly Tyr Thr Arg Pro Pro Gin Gly Leu Ala Gly 

485 490 495 

cag gaa age gac ttc ace gca cct gat gtg tgg tac cct ggc ggc atg 
Gin Glu Ser Asp Phe Thr Ala Pro Asp Val Trp Tyr Pro Gly Gly Met 

500 505 510 

gtg age aga gtg ccc tat ccc agt ccc act tgt gtc aaa age gaa atg 
Val Ser Arg Val Pro Tyr Pro Ser Pro Thr Cys Val Lys Ser Glu Met 

515 520 525 . 

ggc ccc tgg atg gat age tac tec gga cct tac ggg gac atg cgt ttg 
Gly Pro Trp Met Asp Ser Tyr Ser Gly Pro Tyr Gly Asp Met Arg Leu 

530 535 540 

gag act gee agg gac cat gtt ttg ccc att gac tat tac ttt cca ccc 
Glu Thr Ala Arg Asp His Val Leu Pro lie Asp Tyr Tyr Phe Pro Pro 
545 550 555 560 

cag aag ace tgc ctg ate tgt gga gat gaa get tct ggg tgt cac tat 
Gin Lys Thr Cys Leu He Cys Gly Asp Glu Ala Ser Gly Cys His Tyr 

565 570 575 

gga get etc aca tgt gga age tgc aag gtc ttc ttc aaa aga gee get 
Gly Ala Leu Thr Cys Gly Ser Cys Lys Val Phe Phe Lys Arg Ala Ala 
580 585 590 



1392 



1440 



1488 



1536 



1584 



1632 



1680 



1728 



1776 
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gaa ggg aaa cag aag tac ctg tgc gcc age 
Glu Gly Lys Gin Lys Tyr Leu Gys Ala Ser 

595 600 
gat aaa ttc cga agg aaa aat tgt cca tct 
Asp Lys Phe Arg Arg Lys Asn Cys Pro Ser 

610 615 
tat gaa gca ggg atg act ctg gga gcc egg 
Tyr Glu Ala Gly Met Thr Leu Gly Ala Arg 

625 630 
aat ctg aaa eta cag gag gaa gga gag get 
Asn Leu Lys Leu Gin Glu Glu Gly Glu Ala 
645 650 
act gag gag aca acc cag aag ctg aca gtg 
Thr Glu Glu Thr Thr Gin Lys Leu Thr Val 

660 665 
gaa tgt cag ccc ate ttt ctg aat gtc ctg 
Glu Cys Gin Pro He Phe Leu Asn Val Leu 

675 680 
gta gtg tgt get gga cac gac aac aac cag 
Val Val Cys Ala Gly His Asp Asn Asn Gin 

690 695 
ttg etc tct age etc aat gaa ctg gga gag 
Leu Leu Ser Ser Leu Asn Glu Leu Gly Glu 
705 710 
gtc aag tgg gcc aag gcc ttg cct ggc ttc 
Val Lys Trp Ala Lys Ala Leu Pro Gly Phe 
725 730 
gac cag atg get gtc att cag tac tec tgg 
Asp Gin Met Ala Val lie Gin Tyr Ser Trp 



aga aat gat tgc act att 
Arg Asn Asp Cys Thr lie 
605 

ctt egg aaa tgt 
Leu Arg Lys Cys 



tgt cgt 
Cys Arg 
620 
aag ctg 
Lys Leu 
635 

tec age 
Ser Ser 

tea cac 
Ser His 

gaa gcc 
Glu Ala 



aag aaa 
Lys Lys 

acc acc 
Thr Thr 



ccc gac 
Pro Asp 
700 
aga cag 
Arg Gin 
715 

cgc aac 
Arg Asn 

atg ggg 
Met Gly 



att gaa 
He Glu 
670 
att gag 

He Glu 

685 

tec ttt 
Ser Phe 



ctt ggt 
Leu Gly 
640 
age ccc 
Ser Pro 
655 

ggc tat 
Gly Tyr 



cca ggt 
Pro Gly 

gca gcc 
Ala Ala 



1824 



ctt gta cac gtg 
Leu Val His Val 

720 

tta cac gtg gac 
Leu His Val Asp 

735 

etc atg gtg ttt 
Leu Met Val Phe 



1872 



1920 



1968 



2016 



2064 



2112 



2160 



2208 



2256 
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740 745 750 

g cc atg ggc tgg cga tec ttc acc aat gtc aac tec agg atg etc tac 
Ala Met Gly Trp Arg Ser Phe Thr Asn Val Asn Ser Arg Met Leu Tyr 

755 760 765 

ttc gcc cct gat ctg gtt ttc aat gag tac cgc atg cac aag tec egg 
Phe Ala Pro Asp, Leu Val Phe Asn Glu Tyr Arg Met His Lys Ser Arg 

770 775 780 

atg tac age cag tgt gtc cga atg agg cac etc tct caa gag ttt gga 
Met Tyr Ser Gin Cys Val Arg Met Arg His Leu Ser Gin Glu Phe Gly 
785 

tgg etc caa ate acc ccc cag gaa ttc ctg tgc atg aaa gca ctg eta 
Trp Leu Gin lie Thr Pro Gin Glu Phe Leu Cys Met Lys Ala Leu Leu 

805 810 815 

etc ttc age att att cca gtg gat ggg ctg aaa aat caa aaa ttc ttt 
Leu Phe Ser lie lie Pro Val Asp Gly Leu Lys Asn Gin Lys Phe Phe 

820 825 830 

gat gaa ctt cga atg aac tac ate aag gaa etc gat cgt ate att gca 
Asp Glu Leu Arg Met Asn Tyr lie Lys Glu Leu Asp Arg lie lie Ala 

835 840 845 

tgc aaa aga aaa aat ccc aca tec tgc tea aga cgc ttc tac cag etc 
Cys Lys Arg Lys Asn Pro Thr Ser Cys Ser Arg Arg Phe Tyr Gin Leu 

850 855 860 

acc aag etc ctg gac tec gtg cag cct att gcg aga gag ctg cat cag 
Thr Lys Leu Leu Asp Ser Val Gin Pro He Ala Arg Glu Leu His Gin 
865 870 ' 875 880 

ttc act ttt gac ctg eta ate aag tea cac atg gtg age gtg gac ttt 
Phe Thr Phe Asp Leu Leu lie Lys Ser His Met Val Ser Val Asp Phe 

885 890 895 

ccg gaa atg atg gca gag ate ate tct gtg caa gtg ccc aag ate ctt 



2304 



2352 



2400 



2448 



2496 



2544 



2592 



2640 



2688 



2736 

9 3 2003-305307 
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i w 

Pro Gin Met Met Ala Glu He He Ser Val Gin Val Pro Lys lie Leu 

900 905 910 

tct ggg aaa gtc aag ccc ate tat ttc cac acc cag tga 
Ser Gly Lys Val Lys Pro lie Tyr Phe His Thr Gin 
915 920 



2775 



<210> 2 

<211> 924 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Glu Val Gin Leu Gly Leu Gly Arg Val Tyr Pro Arg Pro Pro Ser 

1 5 10 15 

Thr Tyr Arg Gly Ala Phe Gin Asn Leu Phe Gin Ser Val Arg Glu 



25 30 



Lys 

20 

Val lie Gin Asn Pro Gly Pro Arg His Pro Glu Ala Ala Ser Ala Ala 

35 40 , 45 

Pro Pro Gly Ala Ser Leu Leu Leu Leu Gin Gin Gin Gin Gin Gin Gin 

50 55 60 

Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin 
65 70 75 80 

Gin Gin Gin Gin Glu Thr Ser Pro Arg Gin Gin Gin Gin Gin Gin Gly 

85 90 95 

Glu Asp Gly Ser Pro Gin Ala His Arg Arg Gly Pro Thr Gly Tyr Leu 

100 105 110 

Val Leu Aso Glu Glu Gin Gin Pro Ser Gin Pro Gin Ser Ala Leu Glu 
115 120 125 

94 m«E#2 0 0 3 
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Cys His Pro Glu Arg Gly Cys Val Pro Glu Pro Gly Ala Ala Val Ala 

130 135 140 

Ala Ser Lys Gly Leu Pro Gin Gin Leu Pro Ala Pro Pro Asp Glu Asp 
145 150 155 160 

Asp Ser Ala Ala Pro Ser Thr Leu Ser Leu Leu Gly Pro Thr Phe Pro 

165 170 175 

Gly Leu Ser Ser Cys Ser Ala Asp Leu Lys Asp lie Leu Ser Glu Ala 

180 . 185 190 

Ser Thr Met Gin Leu Leu Gin Gin Gin Gin Gin Glu Ala Val Ser Glu 

195 200 205 

Gly Ser Ser Ser Gly Arg Ala Arg Glu Ala Ser Gly Ala Pro Thr Ser 

210 ■ 215 220 

Ser Lys Asp Asn Tyr Leu Gly Gly Thr Ser Thr lie Ser Asp Asn Ala 
225 230 235 240 

Lys Glu Leu Cys Lys Ala Val Ser Val Ser Met Gly Leu Gly Val Glu 

245 250 255 

Ala Leu Glu His Leu Ser Pro Gly Glu Gin Leu Arg Gly Asp Cys Met 
260 265 270 



Tyr Ala Pro Leu Leu Gly Val Pro Pro Ala Val Arg Pro Thr Pro Cys 

275 280 285 

Ala Pro Leu Ala Glu Cys Lys Gly Ser Leu Leu Asp Asp Ser Ala Gly 

290 295 300 

Lys Ser Thr Glu Asp Thr Ala Glu Tyr Ser Pro Phe Lys Gly Gly Tyr 
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^ ^^\0 02-25561 2 ^ 

305 ■ 310 315 320 

Thr Lys Gly Leu Glu Gly Glu Ser Leu Gly Cys Ser Gly Ser Ala Ala 

325 330 335 

Ala Gly Ser Ser Gly Thr Leu Glu Leu Pro Ser Thr Leu Ser Leu Tyr 

340 345 350 

Lys Ser Gly Ala Leu Asp Glu Ala Ala Ala Tyr Gin Ser Arg Asp Tyr 

355 360 365 

Tyr Asn Phe Pro Leu Ala Leu Ala Gly Pro Pro Pro Pro Pro Pro Pro 

370 375 380 

Pro His Pro His Ala Arg lie Lys Leu Glu Asn Pro Leu Asp Tyr Gly 
385 390 395 400 

Ser Ala Trp Ala Ala Ala Ala Ala Gin Cys Arg Tyr Gly Asp Leu Ala 

405 410 415 

Ser Leu His Gly Ala Gly Ala Ala Gly Pro Gly Ser Gly Ser Pro Ser 

420 425 430 

Ala Ala Ala Ser Ser Ser Trp His Thr Leu Phe Thr Ala Glu Glu Gly 

435 440 445 

Gin Leu Tyr Gly Pro Cys Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly 

450 . 455 460 

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Glu Ala Gly 
465 470 475 480 

Ala Val Ala Pro Tyr Gly Tyr Thr Arg Pro Pro Gin Gly Leu Ala Gly 

485 490 495 

Gin Glu Ser Asp Phe Thr Ala Pro Asp Val Trp Tyr Pro Gly Gly Met 

500 505 510 

Val Ser Arg Val Pro Tyr Pro Ser Pro Thr Cys Val Lys Ser Glu Met 

515 520 525 

Gly Pro Trp Met Asp Ser Tyr Ser Gly Pro Tyr Gly Asp Met Arg Leu 
530 • 535 540 
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Glu Thr Ala Arg Asp His Val Leu Pro He Asp Tyr Tyr Phe Pro Pro 
545 550 555 560 

Gin Lys Thr Gys Leu lie Cys Gly Asp Glu Ala Ser Gly Cys His Tyr 

565 570 575 

Gly Ala Leu Thr Cys Gly Ser Cys Lys Val Phe Phe Lys Arg Ala Ala 

580 585 590 

Glu Gly Lys Gin Lys Tyr Leu Cys Ala Ser Arg Asn Asp Cys Thr He 

595 600 605 

Asp Lys Phe Arg Arg Lys Asn Cys Pro Ser Cys Arg Leu Arg Lys Cys 

610 615 620 

Tyr Glu Ala Gly Met Thr Leu Gly Ala Arg Lys Leu Lys Lys Leu Gly 
625 630 635 640 

Asn Leu Lys Leu Gin Glu Glu Gly Glu Ala Ser Ser Thr Thr Ser Pro 

645 650 655 

Thr Glu Glu Thr Thr Gin Lys Leu Thr Val Ser His He Glu Gly Tyr 

660 665 670 

Glu Cys Gin Pro lie Phe Leu Asn Val Leu Glu Ala He Glu Pro Gly 

675 680 685 

Val Val, Cys Ala Gly His Asp Asn Asn Gin Pro Asp Ser Phe Ala Ala 

690 695 700 

Leu Leu Ser Ser Leu Asn Glu Leu Gly Glu Arg Gin Leu Val His Val 
705 710 715 720 

Val Lys Trp Ala Lys Ala Leu Pro Gly Phe Arg Asn Leu His Val Asp 

725 730 735 

Asp Gin Met Ala Val lie Gin Tyr Ser Trp Met Gly Leu Met Val Phe 

740 745 750 

Ala Met Gly Trp Arg Ser Phe Thr Asn Val Asn Ser Arg Met Leu Tyr 
755 760 765 
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Phe Ala Pro Asp Leu Val Phe Asn Glu Tyr Arg Met His Lys Ser Arg 

770 775 780 

Met Tyr Ser Gin Gys Val Arg Met Arg His Leu Ser Gin Glu Phe Gly 
785 790 795 , 800 

Trp Leu Gin lie Thr Pro Gin Glu Phe Leu Cys Met Lys Ala Leu Leu 

805 810 815 

Leu Phe Ser lie lie Pro Val Asp Gly Leu Lys Asn Gin Lys Phe Phe 

820 825 830 

Asp Glu Leu Arg Met Asn Tyr lie Lys Glu Leu Asp Arg lie lie Ala 

835 840 845 

Cys Lys Arg Lys Asn Pro Thr Ser Cys Ser Arg Arg Phe Tyr Gin Leu 

850 855 860 

Thr Lys Leu Leu Asp Ser Val Gin Pro He Ala Arg Glu Leu His Gin 
865 870 875 880 

Phe Thr Phe Asp Leu Leu He Lys Ser His Met Val Ser Val Asp Phe 

885 890 895 

Pro Glu Met Met Ala Glu He lie Ser Val Gin Val Pro Lys lie Leu 

900 905 910 

Ser Gly Lys Val Lys Pro lie Tyr Phe His Thr Gin 
915 920 



<210> 3 

<211> 15 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> misc_feature 
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<223> 



ARE sequence in human PSA promoter. 



<400> 3 

agaacagcaa gtgct 

<210> 4 

<211> 35 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> misc_feature 

<223> ARR sequence in human PSA promoter. 
<400> 4 

gtggtgcagg gatcagggag tctcacaatc tcctg 



<210> 5 

<211> 35 

<212> DNA 

<213> Artificial 

<220> 

<221> misc_feature 

<223> Oligonucleotide designed to act as primer for amplifying 
PSA promoter. 
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<400> 5 

ggagctcgaa ttccacattg tttgctgcac gttgg 



<210> 6 

<211> 34 

<212> DNA 

<213> Artificial 

<220> 

<221> misc_feature 

<223> Oligonucleotide designed to act as primer for amplifying human 
PSA promoter. 

<400> 6 

caagctttgg ggctggggag cctcccccag gage 
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